Genomic complexity and dynamics of clonal evolution in childhood acute myeloid leukemia studied with whole-exome sequencing SUPPLEMENTARY DATA
Bioinformatics analysis of whole-exome sequencing data
Whole-exome sequencing(WES) of primary tumorrelapse pairs and matched remission samples from 4 childhood AML patients was conducted by HiScanSQ sequencer (Illumina, San Diego, CA) and resulted in 9,34X10 8 reads, yielding >95% diploid exome coverage referring to Nextera Rapid Capture target region (37 Mb). Average haploid coverage of targeted regions (10X) for each sample was between 51X and 75X. 4 340 023 SNVs and 406 207 Ins/Dels (Insertions/Deletions) were found among the 12 samples, 4 172 533 (88%) of which were excluded as polymorphic variants. Synonymous SNVs were also rejected; 87% of the remaining variants were discarded since they were considered germinal variants or indeterminate. Thus only somatic variants were further examined, according to the following criteria: (Alt Cov/(Ref Cov+AltCov) ). This data was adjusted for chromosome copy number to infer clonal size. Estimated sensitivity (Threshold) in detecting minor subclones was calculated independently for each mutation, considering the general occurrence of specific base substitutions/Ins/Dels in each sample. When MF is > threshold of sensitivity, the mutation is considered true, otherwise it is considered a sequencing artefact. The complete output of targeted deep sequencing with the estimated sensitivity is reported in Supplementary 
